.-Related to figures 1 and 2. (A) Lipofuscin accumulation throughout the reproductive life of homoplasmic and heteroplasmic females (n =5-11). Data of homoplasmic females from (Latorre-Pellicer et al., 2016) . (B) Litter size in homoplasmic and heteroplasmic mice. Each dot represents a different litter, only females with three litters are considered (mean ± sd, one-way ANOVA test, *p-value < 0.05, ***p-value < 0.001). (C) H&E histological sections of ovaries from homoplasmic (BL/6 C57 , BL/6 NZB ) and heteroplasmic (BL/6 C57-NZB ) strains (top). Analysis of the oocyte maturation population set (n=149 single cell-clones) after 60 days of treatment (n= 46 clones with 25mM Glucose, p = 0.30 against identity to initial state, 89 clones with 5mM Glucose, p = 2.4×10 -17 against identity to initial state, and 86 clones with 5mM Glucose, p = 2.2×10 -24 against identity to initial state). Significant non-zero segregation for 5 mM glucose and galactose treatments is observed. (F-G) PET-CT representative in vivo images of (F) [ 18 F]-FDG uptake or (G) [ 18 F]-FMISO in 12.5 dpc heteroplasmic pregnant females. (H) Ex vivo determination of [ 18 F]-FMISO uptake measured by gamma counter in 12.5 dpc embryos of homoplasmic (either C57 or NZB mtDNA) and heteroplasmic animals. Each dot represents an individual embryo. (mean ± sd, one-way ANOVA test, ****p-value < 0.0001). 
